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Comments to the Food aud Drug Administration Regarding Drug Approvals Under
Sectiou 585(b)(2)

Pfizer submils these comments o the Food and Drug Administration’s (FDA) draft guidance on
new drug upplications (NDAs) covered by section 505(b)(2) of the ¥ood. Drug, and Cosmetic
Act (the Act) (the draft Guidance Dosumeni)' Piizer objects o those parts of the draft Guidance
Document thar asscrt FDA's authority to approve new drug applications that rely on & prior
Agency finding of safet:'/ and cfiicacy. kor the reasons set forth below, PRzer requests that FDA
withdraw and reissue the draft Guidance Document to make clear that the Agency will not
approve under section S05(h)(2) of the Federul Food Drug and Cosmetic Act 2 new drug
applicatica (NDA) that relies en a prior finding cf safety and cflicacy. To the cxtent that the
draR Guidance Document reflects FDA’s interpretation of 2} C.F.R. § 314.54, Pfizer also

requests that FDA iniliate rulemaking to modify that regulaticn in a similar manncr.

Pfizcr's objections are as follows. IFirst, reliance on, or the unauthorized use of, an innovetor’s
safety and cfficacy data to approve a competitor’s NDA is not supported by any reasonable
canstruction of the Ac, and canflicts with other statutory protections rclaling to the use ef

proprictary dara.’

Second, the Act dnes not permit the Agency to apply 3 Jess rigorous safety and efficacy standurd

10 2 505(b)(2) application than to 2 SOS(h)(1) applicalion.

! Guidance for Industry: Applications Covered by Scolion 505(b)(2), Draft Guidance, Food and
Drug Administration, Center for Drug Evaluation and Rescarch (CDER), October 1599.

2 Sceeg., L8 U.S.C. i905 (Trade Secrets Act); 21 U.S.C. 331(j) (FFDCA prohibition against
FDA disclosure of trade secret information)

(mal—TX 2
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.

Third, the reliznce by FDA or an zpplicant on the Agency’s prior finding of the safcty und
e[Geacy to approve s 505(b)(2) application constifutes an unconstitutional taking und, thus, is

unjawfiyl,

Accordingly, FDA roay not implement the draft Guidance Document or rely on 21 C.F.R.
§ 314.54 to approvc an application that is based on a prior finding of safety and efficacy [or an
innovator’s drug product under scchon 505(b)(2) of the Act and must require such applications to

he supportcd by the sz2me scope of data necessary to sugpost a S05(b)(1) application.

L Section 505(b)(2) Does Nat Antliorize FDA 10 Approve s New Drug Applicaticn
Based On the Agency’s Prior Finding of Safety and Efficacy

{n FDA’s drufl Guidance Ducumnent, the Agency hzs stated that it will accept and approve
505(b)(2) applications for new drug products that rely on “the Ageney’s finding of safety and
effectiveness for an approved drug, withous regard (o a right to rely on such dala.”’ Scc
Gujdance Docurent, at 2. In essence, therefore, the Agency intends to rely on the unauthorized
use of an innovator’s proprictary and ccmmercially valuzble safety and efficacy data 1o approve
anolker company’s drug product under section 505(b)(2) oi'the Act.* A proper construction of
scction 505(b)(2), consistent with the Batch-Waxman Amendments, the legislutive history of the
Act, und other stalufary protections for the proper and legal use of propriotary safety and
cilectiveness data,’ however, do not support FDA’s expansion of secticn 505(b)(2) to approve
applications that rely on the use of an innovator’s proprietary dawa without the innovator’s

authogization,

3 Pfizer notes that FDA’s rccently articulawed policy is the first fonmal declaration by FDA of
the Agency’s intention to permit a 505(b)(2) applicant to rely primatily on a prior finding of
satety and effectiveness bused on the unauthorized use of an innovator’s data. See 21 CFR.
§ 314,54(2)(1)(iii) (no swareincnt that FDA inlends to efiow the unauthorized use of pror
finding of satery and cfTicacy). In acddidon, ever if the FDA’s actions were authorized by the
Act, the Agency may not issue such a substantive change in policy in 2 Guidance Document,
but must issuc if 45 & rulcmaking subject Lo notice 2nd comment. |

4 See Guidance Document, at 2 nouing that the Agency will uccepr:
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The Hatch-Waxman Amendmers added scetion S0S(B)(2) to the Act ro cadily FDA's “paper
NDA" policy which permitted an applicant 1o submit published liferalure o support the safery
and efficecy of 3 duplicate of a drug product that was frst epproved for marketing afler 1962.°
The provision, thurefore, was intended 1o sllow an gpplicant to substitule literature to satisfy the
“full reports™ requiretnents of section 5C5 (b)(1) of the Act, Scc H.R. 98-857, Part I, 98th Cong.
2d. Sess. 368 reprinred in [984 U8, Code Cong. Admin. News 2647, 2649 (staling that “vndoer
the Paper NDA procedure, the generic manufacturer may submit scient:[ic reports. instead of
clinical trisls. to support findings of sufety and cfficacy.'). In fact, the Agency itself has
recognized that the Act docs not authorize the approval of 505(b)2) applications based on an
mmnovator's safely und effectivencss data. See 54 Fed. Reg. 28872, 28892 (July 10, 1989)
(Ageacy recognition of the fuilure of the Hatch-Waximan Armuendments to directly address dic
apprapriate mechanism for obtaining appreval of a significani preduct change that requires the
_revicw ol clinjcal investigations und, thereforc, is ineligible for approval under the 505(j)
Ahbreviated Now Drug Applicarion (“ANDA") mechuanism.); see also 54 fed. Reg. at 28875
(July 10, 1989) {recognizing that the term “‘puper NDA,” as il was used when Coppress passed
the Huich-Waxman Amendments, was defined and understood to encompass only app}ican’oys
for duplicare copics of drugs first approved after {962 that met the “full repons requircments” of
sectjon 505(n)(1) of the Act through published reports in the medical litcrature esublishing ihe
drug’s safery and effectivencss). Accordingly, FDA's proposed approval of this broad category
of 505(b)(2) appiications exceeds the Agency's statutory autliority and, thus, is unlawful.

2 505 (b)(2) application for a change in a drug when appraval of the application relics on
the Agency's previous finding of safety and/or cffectiveness for a drug. This mechanism,
which is embodied in  regulation . . ., esscndally makes the Agency's conclusions that
would support the approval of 2 505 (j) applicaticn available to an apgplicant who
develops & modification of a druy}.

5 Seccp, 18U.S.C.§1905, 21 U.S.C §331(().
6 The policy was limiled to copies of drug products (or closcly relsied forms) markered afier
1962 and otfered [or the same indications,
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If Car.gress had intended for the Agency to approve zpplications under scction 505(b)(2) of the
Act as suggested in the draft Guidance Document, Congress would have included express
i
language in that section, similar lo the fanguage included in section 505(j} of the Act, whick
allows an appjicant to show that an unapproved drug product is the same as a previously

approved drug product (*“a listed drug product™) and, thus, cxpressly authcrizes the Agency o
approve the gencric drug based on a finding of safcty and efficacy of an innovator’s preduer. Sce
o 21 U.S.C. 355(j). Nothing in ithe Act, however, suggests that Congress iatended to allow such
approvals under section 505(b)(2). To allow the blurring of thege two different mechanisms s to

undermine the statutory framework of the Act and the delibecate differences which Congress

-
expressly intended for drug approvals.
i1 IDA’s Proposed Reliance on Prior Findings of Safety and Eificacy Violates the Act

- by Allowing Approval of 505(b)(2) Applications Based on 2 I.css Rigorous Showing

of Safety and Efficacy than S05(b)(1) Applications

oo
FDA’s propaesal to rely on prior findings of safety and efficacy would also violate the Act

o because it would allow the Agency to approve drug products thut differ sigmficuntly from a
listed drug product but that do not include the samc scope of safery and efficacy dara required for
505(b)(1) sppilcations. Specifically, FDA's draft Guidance Documenr allows the Agency Lo

- appravc drugs that diffcr significantly fron: a listed drug under section 505(b)(2) of the Act'bused
on: (1) daia on which neither the applicant nor the FDA has the nght 1a rely; or allernatively (2)

- ' incomplete duts not consisting of “full reports.” Reliznce on incomplete data would result in 2

less ngorous showing of safety and effccliveness under section S03(b)(2) than that requircd of

o applications that are submitted under section 505(b)(1) of the Act. Sec c.g. draft Guidance
Document at 8 (stuling that the Agency will accept S05(b)(2) applications for drug products that
are different from x listed drug, that rely on the Agency's prior finding of safety and

R
cffectivencss of the listed drug and less than complete srudics of safety and effeciiveness
(“bridging studies™) to “provide an adequate basis for reliance upon [such a] finding™).
Fa]
5
PRy
o

[ g = {~LR <1~
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—
Even the Agency hus recognized that the scope of evidence demonstrating safety and cificacy are
- the same under section 505(h)(2). Sce, e.8., 21 C.F.R 314.50(d)(2). (5). (6) (requiring reports of
' noriclinical pharmacojogical and toxicologicsl studres, clinical date, #nd starstical chta‘for both
505(b)(1) and (b)(2) applications); scc 54 Fed. Rep. 28872, 28575, 28852 (Jufy 10, 1989) (noting
. thut applications that meet the description in section 505(b)(2) of the Act are subject 1o the sume
provisions that govern a full NDA). Sectior: 505(b) requires beth 505(b)(1) and S05(5)(2)
o applications 1o include: “fulf reports of investigations which heve been made to show whether or
not such drug is safe for use and whether such drug is effective in use” as described in seetion
- 505(b)(1)(A). Congrcss recognized that some of the critical duta to support safety and efficacy
may be found in studies not conducted by or for the applicant. Scction 505(E)(2) ajlows an
applicant 10 rely on such studies if they arc in the public domain e.g., “published repozts.” 21
B U.S.C. 355(b)(1), (b)(2). Nothing ir the statute jndicates thut Congress intended to Icssen the
safety and efficacy showing for a S0S(b)(2) application.
o
= Moreover, Congress made clcar that where it did intend to aifow rcliance on FDA’s prior
findings of safety znd efficacy yuch as upder section 505(j), it intended to allow such drugs W
- differ only in limited ways from the listed product. Under section SOS(j), these specific limits
include variztions in roule of administation, doszge form, strength, or where one of the sctive
- ingredients diflcrs [rom those in the listed drug thar is alse a combinalion drug, without having o

regenerate full reports of sufety and efficusy. Id. See H.R. Rep. U -857, Part |, 98th Congress,
2d Sess. 36, reprinted in 1984 U.S. Code. Cong. Admin. News 2656 (stating thar an applicsnt

- may pelilion far approval of a drug product that varies from the lsted drug in route of
administration, dosage form, strength, or where ope of the active ingredients differs from those in

a listed drug that is also a combination drug, and tha “these are the only changes that are

permitted’).
m ]
To the extent, therefore, thal the Agency relies on the drufi Guidance Docurnent and 21
C.F.R. 314.54 10 approve S05(b)(2) applicarions for drug products that include other more
e
6
-
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significant differencey from the listed drug, and arc based only on incomplete studies, i.c.,
limited bridging studies, the draft Guidance Docurnent and regulstion are jllegal,

Ii. The Approval of a S0S(h)(2) Appilcation Based on FDA's Prior Finding of Safety
and Efficacy Constitutes 2n Unconstitutional Taking

Finally, the Agency's pruposed unauthurized usc of an inmovator’s dala is unpsupperted by the
statute and legislative history, is fundamentally unfair 1o rcsearch-based compunies, and
conslituies an unconstilulional taking. Under the Pifth Amendment of the United States
Censtitution, the govemment may not approprisate another's property without just compensation.
I its draft Guidanec Document, hiowever, FIDA has stated that it will allow an applicant to rely
without authorjzation on zn iNNCVEIOE’'s property in dircel contravention of these conslitutionsl

protections.

The inherent property right in safety and efficacy data that is submitled as part of an NDA has
been historically recognized by the Ceurts, Congress, and the Agency. The courts, for example,
have noted thar safety dafu is property and, thus, preiccted by the Fifth Amendment. See
Ruckelshaus v. Motsanto Co, 467 U.S. 986 (1984) (recognixing the inherent property rght of

szfery data conluined in applications for registration of pesticides to approve generic copics of

previously upproved pesticides under the Fedaul Insecticide, Fungicide, aad Rodenticide Act
("FIFRA"); see also Tri-Bio Laboratories, Inc. v. United States, 836 I.2d 135 (3d. Cir. 1987),
cert denjed, 484 U. S, 818 (19%8) (recognizing that approval of a generic animal drug based on an
innovarer's ANADA is a taking of the innovator's rights in the dara.). In addition, Congress also
has acknowledged the inherent properry rights in such informution in several stalutes, Including
the Trade Secrews Act, (18 1).S.C. 1905) and at 21 U.S.C. 331(j).

FEB B7 2208 15:01 PAGE.BS |
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Moreover, the Agency hus recognized the inherent and prolected rights in such information. Scc
eg., 21 C.F.R. 314.50 (g) ('MW A recognition of the inherent propenty right of clinical and other
NDA data as trade secret and, thus, cecognizing it as proiected from public
dissemination/disclosure by requiring an application that conteing “a reference to intormation
submitted to the agency by a person other than the applicant . . . to conluin & written swutement
thar z2uthorizes the roference and that is signecd by the person who submilted the information.™); -
39 Fed. Reg, 44035 (Dec. 24, 1974) (recognizing wade sccrel status of safety and cffectiveness
data in an NDA as a property right and the righi o charge a competitor for refcrence to that dula
if the competitor wishcs to obtain approval of a generic copy of the product); see also 46 Fed.
Rep. 27396 (May 10, 1981) (“the Finkel Memorandum™) (stating that “no data in an NIDA caa be
utilized to suppart another NDA withoul express permission of the original NDA holder” and
thus, stating that for “duplicale NDAs for alrcady approved post [19]62 drugs, the Agency will
aceept published reports as the main supporting documentation for safety and cffectiveness.” ).
As such, the Agency may not implement or rely on the draft Guidance Document or 505(b}(2)
regulation to the extent thal it would permit FDA to rely on a finding of safely and efficacy of an
innovator’s drug product without authorization and (kereby itlegally appropriare the commercial

vulue of rhar data.

IV.  Conclusion

‘The Act is clear that FDA must require the samc scope end quaiity of evidence of safety and
~cfﬁcacy for a drug epproval under 505(b)(2) as that rcquired urider 505(b)(1). Nothing in the Act
allows FDA to shert eircujt that requivement by illegally relying on data and prior {indings of
safcty and efficacy whick it has no right to divulge or refersnco. For the forcgoing reasons,
theretore, and to avoid engaging funher in illegal and improper action that will significantly
adversely affect research-based cempanies, the FDA should withdraw and/or reissuc the
505(b)(2) drail Guidance Document and should not apply 2] C.F.R. §314.54 w0 approve NDAs

that rely without autharization on proprietary dau.
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Matthew B. Van Hook

DEPUTY GENERAL COUNSEL

April 3, 2000

Dockets Management Branch (HFA-305)

Food and Drug Administration o
5630 Fishers Lane w
Room 1061 =
Rockyville, Maryland 20852
Re: Draft Guidance for Industry on Applications =
Covered by Section 505(b)(2) —:’g
Docket No. 99D-4809 ;
64 Fed. Reg. 68697 w
(December 8,1999) N

The Pharmaceutical Research and Manufacturers of America (PhRMA)%ubmits
these comments on the draft guidance that the Food and Drug Administration (FDA)
made available on December 8, 1999, concerning new drug applications covered by
section 505(b)(2) of the Federal Food, Drug, and Cosmetic Act (the Act).' PhRMA is a
voluntary, nonprofit association that represents the country's leading research-based
pharmaceutical and biotechnology companies, which are devoted to research on
medicines that allow patients to lead longer, healthier, and more productive lives.
PhRMA's member companies invest approximately $24 billion annually to discover and
develop new medicines. These companies are the source of nearly all new drugs that

are discovered and marketed throughout the world.

! Guidance for Industry: Applications Covered by Section 505(b)(2) (the “Draft Guidance”),
available at hitp://www.fda.gov/OHRMS/DOCKETS/98F/994809qd.pdf
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I. Introduction

The issuance of this procedural guidance signals FDA's intention to encourage
and facilitate broader use of 505(b){2) applications. However, PhRMA is concerned that
FDA's efforts to expand the use of such applications will undermine the public health
and intellectuai property protections built into the new drug application (NDA) and
abbreviated new drug application (ANDA) processes. Accordingly, for the reasons set
forth below, PhRMA requests that FDA withdraw and reissue the draft guidance
document to make clear that the Agency will not approve under section 505(b)(2) of the
Act an NDA that relies on a prior agency finding of safety and efficacy or that in any
fashion relies on an unauthorized reference to proprietary and trade secret safety and
efficacy data contained in an innovator manufacturer's NDA that is otherwise not
available in the public domain. To the extent that the draft guidance document reflects
FDA's interpretation of 21 C.F.R. § 314.54, PhRMA also requests that FDA initiate
rulemaking to modify that regulation in a similar manner.

Upon FDA recognition and acceptance of the above position, PhRMA does
believe a 505(b)(2) guidance document would be useful. Much of the current draft
provides a meaningful start. However, PhRMA has identified additional issues that
must be given consideration and incorporated into any final guidance document. First,
insofar as 505(b)(2) applications may be used for proposed modifications to approved
drugs, the guidance document should define clearly the types of data needed to

demonstrate that a modified drug is safe and effective. Second, as a practical matter,



there are likely to be few circumstances in which a 505(b)(2) applicant will rely on data
that do not pertain to a listed drug. Thus, to ensure that drug manufacturers are able to
protect their intellectual property rights, FDA should adopt a presumption that a
505(b)(2) application relies on data for a listed drug uniess the appiicant demonstrates

otherwise.

1L Section 505(b)(2) Does Not Authorize FDA to Approve a New Drug
Application Based On the Agency’s Prior Finding of Safety and Efficacy

In FDA's draft guidance document, the Agency has stated that it will accept and
approve 505(b)(2) applications for new drug products that rely on “the Agency’s finding
of safety and effectiveness for an approved drug, without regard to a right to rely on
such data.” See Guidance Document, at 2. PhRMA submits that section 505(b)(2)
does not authorize FDA to follow this course of action.

Section 505(b)(2) was enacted in 1984 as part of the Hatch-Waxman generic
drug amendments. The legislative history of the Hatch-Waxman Amendments indicates
that section 505(b)(2) was intended only to codify FDA’s “paper NDA” policy, which
permitted approval of certain drugs based on published studies.? See H.R. 98-857,
Part I, 98" Cong., 2d Sess. 32, reprinted in 1984 U.S.C.C.A.N. 2647, 2665 (noting that
section 505(b)(2) addresses filing of “Paper NDAs").

FDA is incorrect in interpreting section 505(b)(2) as authorizing the agency to

approve a new drug by reference to a prior finding of safety and efficacy based on

2 The policy was limited to copies of drug products (or closely related forms) marketed after 1962

and offered for the same indications.



another company’s proprietary data. The safety and effectiveness data a company
submits when its seeks approval of an NDA are highly confidential, and thus are
protected against unauthorized disclosure and use. See 18 U.S.C. § 1905, 21 U.S.C.
§ 331(j). The only circumstances in which FDA can rely on those data to approve
another drug are the circumstances set forth in section 505(j), which provides for
approval of generic drugs. Section 505(j) expressly authorizes FDA to approve a
generic drug based on a prior finding of safety and efficacy for a pioneer drug, if the
generic drug is “the same as” the pioneer drug in specified ways, and bioequivalent to
it. Section 505(b)(2), by contrast, says nothing to authorize approval of a proposed new
drug based on comparison with a previously approved product. Rather, section
505(b)(2) merely authorizes an NDA applicant to rely on published literature—as was
permitted under the paper NDA policy—to satisfy the “full reports” requirement
applicable to all NDAs. See H.R. 98-857, at 16, reprinted in 1984 U.S.C.C A.N. at 2649
(“under the Paper NDA procedure, the generic manufacturer may submit scientific
reports, instead of clinical trials, to support findings of safety and efficacy”). Thus,
approval of 505(b)(2) applications based on prior findings of safety and efficacy is not
authorized by section 505(b)(2) or any other provision of the Act, and would violate

proprietary rights in the data.

. Clear Procedural Guidance is needed for 505(b)(2) NDAs
The NDA (505(b)(1) and 505(b)(2)) and ANDA procedures are distinguished by

the levels of clinical and non clinical data they require and the exclusivity protections for



which they are eligible. Recent FDA practices have blurred these distinctions, and this
guidance does not clarify them. For example, FDA has approved versions of certain
complex drug products under both 505(b)(2) and ANDA procedures. in 1998, FDA
treated Ferring's Repronex as the "generic" equivalent of Serono's Pergonal through
the ANDA process.* One year later, FDA approved Duramed's Cenestin under a
505(b)(2) application; however, Cenestin originally had been the subject of an ANDA
referencing Wyeth-Ayerst's Premarin.*

In fact, an FDA representative has been quoted as stating that FDA's "generic”
approval process for recombinant molecules will rely on the 505(b)(2) NDA "paper”
mechanism: "We are postulating a path for the recombinant molecule that gets an AB
rating in the Orange Book, that does not come in under the [ANDA] route, it comes in
under the (b)(2) route.”” This statement, in PhRMA's view, reflects a substantial and
impermissible change in FDA policy. The pharmaceutical industry has long held the
view that A ratings are reserved for generic copies approved through the ANDA process

and simply are not available to modified drugs approved by 505(b)(2) PhRMA believes

Tt ety s

that the notion that modified drugs will be deemed substltutable is not what Congress

intended when it enacted 505(b)(2).

3 Orange Book, at 3-216 (19" ed. 1999); Generic Recombinant Protein “Paper” NDA Approval

Process Outlined by FDA, THE PINK SHEET, at 32 (April 5, 1999).
4 id.
5 FDA Generic Recombinant Protein Approval Process Will Use “Paper” NDAs, HEALTH NEWS

DAILY, at 1 (March 30, 1999){quoting Roger Williams, then Director, FDA Office of Pharmaceutical
Science){Emphasis added)> Subsequently, after leaving FDA, Dr. Williams, speaking as Acting Executive
Vice President and CEO of U.S. Pharmacopoeia, suggested that 505(b)(2) procedures aiso could be
applied to biological drugs related under the Public Health Service Act. USP Monograph Could Substitute
For ANDA Chemistry Review, Williams Says, THE PINK SHEET, February 14, 2000, at 35.



Precisely because it is not clear how 505(b)(2) applications will be used, there is
concern within the industry that the 505(b)(2) process might become a vehicle for the
approval of a vast array of different salts and other chemical variants of approved small-
molecule drugs in addition to its use with respect to certain large-molecule and other
complex drugs. The experiences discussed above underscore the need for substantive
as well as procedural guidance from FDA on this subject before FDA embarks further

down this path.

1. FDA must ensure that 505(b)(2) applicants submit sufficient data to
support all aspects of the safety and efficacy of the modified drug
product.

As noted above, a section 505(b)(2) application is an NDA under 505(b) and as
such, it must contain full reports to demonstrate that the new drug in question is safe
and effective. Even when the 505(b)(2) application seeks minor modifications to an
approved drug, significant questions of safety and effectiveness may arise. Because a
505(b)(2) application serves the same purpose as an NDA with respect to the
modification to the drug or other proposed change (e.g., a change to the active
ingredient), the same showing of safety and efficacy as is required for a full or
supplemental NDA under section 505(b)(1) is also required to support a 505(b)(2)
modification.

FDA has not yet advised the regulated industry what data will be required to
support specific types of 505(b)(2) changes. FDA should address the substantive

aspects of the 505(b)(2) process — specifically, the kinds of studies needed to prove the



safety and effectiveness of a 505(b)(2) modification — in this guidance document. The
review of the clinical and other data supporting a 505(b)(2) application should be
conducted pursuant to a clearly enunciated policy expressed in a publicly available
guidance document.

Rather than establishing uniform substantive data requirements, the draft
guidance indicates that a.505(b)(2) applicant should submit a plan to FDA before
submitting the application. This plan should identify the components of the application
to be supported by publicly available information (not previous FDA findings which as
noted above are not permitted) and should describe any additional studies to be
conducted. The guidance indicates that FDA "will critique the plan and provide
guidance.” This suggests that the clinical studies and other data needed to support the
505(b)(2) application will be determined in large part by direction provided by FDA staff
to individual applicants. This ad hoc approach suggests that FDA could apply a
variable standard to such applications that would not necessarily track the rigorous
uniform standards applied to full NDAs.

2. FDA should presume that a 505(b){2) applicant is relying on data

involving a listed drug unless the applicant demonstrates otherwise.

From the standpoint of the pioneer manufacturer, the significant problem with the
505(b)(2) is the "mismatch” between the publicly available data that the applicant may
rely on and the patent protections that the pioneer manufacturer (which generated the

data) can claim. This is best understood in comparison to the ANDA process. An

8 Draft Guidance. at 9



ANDA application may rely on data concerning a listed drug but remains subject to the
patent and exclusivity protections for the same listed drug. A 505(b)(2) application, on
the other hand, because it seeks approval of a drug that is different from a listed drug,
might not provide meaningful patent and data exclusivity protection(s) to the pioneer.
As a practical matter, it is unlikely a 505(b)(2) application will rely on publicly
available research that was nof performed in connection with a listed drug. Thus, it
would be reasonable for the FDA to presume that a 505(b)(2) applicant is relying on
publicly available data involving a listed drug, notwithstanding that the drug under
review is a modified drug or even a new chemical entity. A 505(b)(2) applicant who fails
to identify one or more listed drugs should be required to demonstrate the reason why
the data it relies on to support a finding of safety and/or efficacy for the modified drug

has not been submitted in connection with a previously approved NDA or ANDA.

IV. Conclusion

The Act is clear that FDA must require the same scope and quality of evidence
of safety and efficacy for a drug approval under 505(b)(2) as that required under
505(b)(1). Nothing in the Act allows FDA to short circuit that requirement by relying on
data and prior findings of safety and efficacy which it has no right to divulge or
reference. For the foregoing reasons, therefore, and to avoid engaging further in
improper and statutorily unsupported action that will significantly adversely affect
research-based companies, the FDA should withdraw and/or reissue the 505(b)(2) draft
guidance document and should not apply 21 C.F.R. § 314.54 to approve NDAs that rely

without authorization on non-public proprietary data. Reissuance of any revised



guidance must take into account additional substantive and procedural safeguards as

discussed above to further ensure proper implementation of section 505(b)(2).

Sincerely yours,

cc:  Khyati N. Roberts, CDER (HFD-6)
(5600 Fishers Lane, rm. 1061, Rockville, MD 20857)
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Larry Moore Pharmacia Corporation tel 508.901.7111

. . 100 Route 206 North fax 908.901.1863
Vice P resident & North Peapack, New Jersey 07977 larry. moore @am.pnu.com
America Legal Counsel www pharmacia.com
PHARMACIA
T S D R

September [, 2000

Dockets Management Branch (HFA-305)
Food and Drug Administration

5630 Fishers Lane

Room 1061

Rockville, Maryland 20852

Re:  Draft Guidance for Industry on Applications Covered by Section 505(b)(2),
Docket No. 99D-4809

Dear Sir or Madam:

Pharmacia Corporation hereby submits its comments on the Food and Drug
Administration’s (FDA) Draft Guidance made available on December 8, 1999 conceming
new drug applications covered by Section 505(b)(2) of the Federal Food, Drug, and
Cosmetic Act (FFDCA).

Pharmacia objects to the parts of the 505(b)(2) Draft Guidance Document that would (1)
permit Section 505(b)(2) applications to be approved on the basis of less than full reports
of investigations to show that the drug is safe and effective for its intended use, or (2)
permit 505(b)(2) applicants and/or FDA to rely on unpublished information in an
innovator’s New Drug Application (NDA). These policies violate the FFDCA and
Congressional intent underlying it, FDA’s regulations, and the Administrative Procedure
Act. Moreover, the reliance on an innovator’s proprietary data constitutes an illegal and
unconstitutional taking of an innovator’s intellectual property assets.

For the reasons set forth in the Pharmaceutical Research and Manufacturers of America’s
(PhRMA) comments to this docket, therefore, Pharmacia requests that FDA withdraw the
505(b)(2) Draft Guidance Document, and amend 21 C.F.R. § 314.54 to require that FDA
only approve Section 505(b)(2) applications that include full reports of investigations to
show that the drug is safe and effective for its intended use, without reliance on
unpublished information in an innovator's NDA.

Very truly yours

G5 9207 c?



